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Tr?, Mm BMm, ft*, or DPh<% AA*is Pi'*, sr D-Fh-n ,and « Is tk*N% 

§ ;y ;h<s priority f>:mg of the pressnt ifiri£i$Mtf*t WH. mm 

mmmim m Mm of* i&biset of €1 fiKP: aasbgs km M sMt&r .to indues gKMv& horoisse 




wfe?s A ts H or I> : B is i j^mmMm, vcl : c o* fei&ydie siracwre of i&s typ :ii literate*! M 
C0i -A 7-44 of Bspfegl- j %'l ij B-Mm mtMm m Ayl pet-p hmmrg 1. Is 3 «srbo^ stoats, 

|0»ii#eM««#,<t Is 'dfe&i fef ijti 'fee -'Mncl md m eoi 4, 66 to cel. 3 ,: fete & of .DqgSteagjft 
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4tm$mmtfa$. whether a pf^ksfe ©HEP smhg bosses OH ^kssse. 

s L 7«ptl^^ *4 15«#.^gM J 47 1 M«s«t% 4cw of 
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Mucckik> ft. p*sp 3, ii»e 4 to p^gi I C f U«c 17; D^henghi "47! : at toi 3 ? Mnes t -40}, 1%ys s the 

fmtiM m re lasovas k lat prior to fne p^risy BJisig stele «C If & pnmm sggffeatfcfe 
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genetic p^^^^nion), 
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TrffetjM^t,;Q| t^o;r# j^^_^^^gt ration of gro* *t& hosrao-ag 



¥tm invmtimi zei&t^s m a m®t$m® . Mr £®4min®.-. -th* 
pr^Iife^ tioni: of carcinoma e«li» afeili>istrstion q± 
growth h&r^otip leasing pep'iides ^tag«Ie&a 
thereof. 

Growth hot^o^*? *GK} sssr&tioia is r^ulat^d by two 
h^tk&lmsAc p^tim&i m~£®lmm:i^ WAKm* which 

whim exhibits ap Inhibitory influence. In the Isut, tm 

s&er^cm. can also be &ti^.t&t#d fcy synthetic 
oligopeptides ^eiifd. SH-rsieasirsg pe^tlcfcs iGBEF) su^v -as;; 

Th&m ^m^m^B set tliro^;gh & tm chrism which Is diafcifrefc" 
iiM fchs t mm Bo^ars, in ^^oMotic Growth. 

M B-m? ^^^^x^yM^ fork im&i m>d by iQimvpitt 

nith keltic receptors Ipc^limd ic. the hypothalamus and 
pituitary glsnd Ua) G. Kuccioli s-t al Journal of 
fed^crirsoiogy, ISV 99-1 OS, 1933; m G> Jtaccioiij 
tissue Bi^ trlb^tiorv of GM&F R*«*£t«S in 

BpmM, 0m} < m^titXy it ms m^m^tic^m tmt smw 
receptors are prewt »t only ta ^^pottaJ 
•pitti t^xrf W®t;a^; fe^t evan i?i various hy^:n ; t i^3i?e^ mt 



2 



and th^ir aat^f^ai^t® srs desc^ibsd, for e)5s^k ? 
5 ir< the foUo^i^g prifalisatlcHfasj Oi\ &ovsr$, s^prs> E, 

Mtmit E^l^^rs of &$&wZk : a, md* End, mtm>* t 

MU Pa&diatz, Supply 423, pg. M-*s?,. ,1SS7? $L 
¥c^x^r^<|ana^n $t , "SrovUs 3oxsk>^ Kel^a^lng Peptides- 
i^IRP) Bfedi^ m mtcxm mtsrim FUuit&ry .smd 
Hypothalamic 8&*a&rtfnfcs*\ Life .Sci,> SO, 1X4$- 1156, 

^^tl^^i^^t ifc, Sro^t.^ Komon* Secret s^og^s , m 9$nSl4$ 

mm 2% mm , 

The present invention relates to a method for treating a 
tm®% in a 1. ^fetftoa q^kprx§^ &mi:ni®t^ii^ to 

;& ;.g£^&th hmmme relets ir^ pspfeide (gHRP'l or in 
.as mt.&$o&L%t thereof v Ki tmzm t i wl f.* <zmpm^& m^d 
accord ;i ng to the IftveistipR can be defied as growth 
hormone s^cr^t^go^u^s antagonists tbsr^of , The amsmnts- 
of these e^mpounda ars effective to r&^ues ox '■■inhibit the 
proliferation of t^orlg-e»i"c.-q«.-iX* in the Jn an 

m alternative e^b^dlmant^ these' compounds are specified 
the feature that they displace the radioactive marker 



cb^gounds mscl&m4 .heraia exhibit binding to 
tumcrige^ic fclsiSUifc sa<3 h&m fo^nd to act on e. 

speeific..f«c*|ffeor. «":lt-«r -@<*mi s>i strati -©sv thus *^&rtl&§ a 
5, -d^cr^ass in the nu^r of t^prlg^ic c^.kv Preferably, 
tares : t&d -tiMBors are limg* &*a^ry, thyroid ©r 

JM abpvs -r^ticn.^d Go^poui:^s include . : qe^t3in:. :feo:^ 
^ cosp^ds :{cf\ above I, but Mlw t^p<^^ p^pt in thm 
Mmnfcim a: re r*$t pr^viouia y piWlshsd and i ;^ci^de a 
^imiMctm} hi cyclic or tricyclic pept t^ai^:tic 'mlt, 
6^. co^J2i feature tor & 1 1 copgHrands umf^l irs ths 
inv^U^ is that '.at I^sst one £y&is?<& ®r£t is pr^^sit, 

IS 

Mmz% ^ ±4 a <uapn w&ich Illustrates the specific 
bidding of f$^£m&$ :.££©Kf 

various origins- 

Figure 2 is. a gr&ph Mitich lliustrat^s fe&fe ^^Tyr-Ais.'- 

Figure 3 is., a g?$pis *?hich illustrate the d:i splac^e^i: of 

lung ■iasac&r - w&raa^s by gari-ioiis co^pou?Kis . II*s€ ordinate 
50 r?pi*s«nt« bidding as a perc«?itsfg« control (i.e. 
3&l?j8ci^i;j2--::bi:n^i : ng in th^ c>f uri^b^lj^d 
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m<m* '4 ;j* .a nimtm^ of 

mete^ »b fcas-il and £sr- 

.sfcissftjiatiad *n~th$&idin® inooxparstimi: in humsn lung 

n 

ti'qiit& S is a. graph :whic^.::^ia^^tr©t^s. ths? feet of 

O^sj r«M .'-aftd ©a EGF- st mulated *B- thymidine 

i*>^ l^g : . : c»x:ci^Oi*s. cells shown as dose 

figure 6 is a graph which illustrates the effect of 
H^arelin otv lung ^.fcinom ogli proliferation. 

2$ Tiq^xz 1 is? a grapn which illast r^tes the effect of 

cancer ii >: iYL>S C0ii prol if erst i or: , 

Figure 1 3 Effect of M^sr^lln is) aiid lis-He.s^llii (bj 
on; hTmst ;^mmr. mm-m231) -cell -prol if £k&ti&h. « 

In this description, the lolio^iM abbreviations ar« 
3» -.used:; D; is des.tro ett*ftfciea**** GH is growth h^r^OBe, 

Hrp is 2-M^tbyi-Trp, M is a snidssoiyl acetyl, G*S is fr 
amino bMyryi, JN.IF Mop^cotlnylf MB is amino 



1 , 2, 3, 4,5, 6 - h m $ by dr* - nor h ar^j> - 3 - ar to: y iai RMC x s 

s^ifco - 7 ~ - 4 ~ thia - 1 - 3 ~ b i cyclop * 4 1 ; Ojiaoa sn~2 - 
ca-£?iK>xyi3 : t"»i - : an^ I*ys* Trp< iiu< Tftr>: Cy#< Tyr;y- 

Leu sis'S lis th& aifclno -ac-SiSs ^i^nin^, lysine., 

ph^yial^iune,, triptophan, histtdi^, thre^i^, 
'IS- c^telris, tyrosine, and isoley:ci.n^, respectively. 

lit oxw ^mtm^immt of the indent isn, 'use-fisi co^poynds to 
tofc *draiiii-®fc^r;{&<i are of t%© f^wal f ormula . I ; 

in yhlch:i : 

^ : : ?M> - --.C^& f mm t« AXB, h i $ - d w Tr p w * Mi ^ - o^p, 

or D ^ - D-M^p , 

Is A1&, B-mi, D-l.m,. p-#FP* m Trpi 
mr is B-Trp> D-^:i f D-Trp, Mrp, D-Mrp, She; or 3> Ph*; 

is B-?fcp f Mr p., D-Mrp, Ffr&> or D-Fbe; and 

Xh& \cosaj?u-nd : s cants i sing a B-mp unit a*-*? pref.trr^d. 



in mi unpth&r mribo&im&xt* >ji$®f%il CQisp&m$ds include 
..those -dsseriSifed i?i pat^t application no . 

Of/0BS,SS4, fi led au^^ 3, iSSB, m ?$pmn4$ ':/*£*■ 

■p^ptMm M the g^m:&i fora^Ia il: 

A— ".B - D-Hrp € — %■ ill} 



i n -whi^ r 
A is B or T yxv 
;••?© S is ..s -spirol actg^ of t&e p^rai iom^ia "1.1 



if 



&&#re- R* is H or Tyr , E' r&pr^s^t^ the s.ids c-hai^i of any 
n,-. one Tiatiir^il v occyrsrissg azaifoe acid.* and the cark^i^tsrstio^ 
at * IR) » CS5 or a i&Mturz nhsr&of; 3 tricyclic 



i-S) or a mi&t*sr& fc^ of the 
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H 



■ : wh«3rd R*":I&- -N: ot fyt the co^fiqur j eticn &t * i-s i&U 
(3) or ^ fixture £h® 

D~Lys -D-Mxp-D- r>re~Ly* , or s tricyclic compound of the 



n 

jp ir f 



| He 

15 ^ iVIJ 



K* Is H or BO*&e ami the coft:£ i§^;ratio^s at * ar<? 
sitter (Rj , (jg) or a ^i.^ture Ihf mrti m<i 
E is Lys-NH. ? (sr --NHj : .. pmvi<fed tfesi.t E :1s £y^-NH^, when C 

It) sccoxdatsee with the px^ent invention it fcgis been 
tomisd Lhs t both QM liimrBtinq compounds and compounds 
that do not liberate SH useful for: the t.r&»t.wftt of 
25 tumors.: PtM#faibiy th^ tu^or to fee tMstscI ^c^ordj .b-g to 



a 

■Spezit&mMy l^rffsrrM Hberatisg compound 55 of the 

0- Sfc «M i s - p-iS a -■ f r p - O-Fhe-Lys-S^, 
: :f h r~ P»Mpp » A I jsHS tp~ D-Phe - Ly s - »B ? f 
; S3 i^v-D-?Xrp-> Tra-Ph--L.ys--ivH ;; . 

IMI P-- D-*;« .1 - 1 •• Ph g -Lyx ~W s>. 
a MI P - 1 ~ D ~ f rp-Ph*-Ly;: ~5Pp, 

P- fc-*jrp- i>- r t p FS*- Lys- m< , 

GAS • £i -H r o - .f-5 r p - 8^1$***$?, 

Mb -His- &-fep~M a ~? m^hfs -mi? P 

as D* f %~fcM;?: p ~Al B- ?m - Lys -m? < 

C y 3 - T yr - &m~ 8 -Mr p •« --jCMS rp » Mpg r m s , 
Ty £ w~H Is-D- &£ o- A 1 s - Tr p- D- p he :i a rid 

» P Mas- P»Pr r- ?U »-f* p- D ^ r- : h«: - Ly.s ^Pt ? , 

isM X<? prefer, reci compost© of the geperol forkala 1 fehst 
do BO £ life t p % p Gl? 1t>£: i pds? ;• 



S S gg^M-s'H^ and; 

Th^ preferred aampmmos of; the general tonsi l & 12 in^li^ 
the i^J^vfi^g;; 

f S , S- Spi ro {Fro- Leu J !••-!>-& rp-Mrp- Lys ~m> > 

T$ZHS, Spi.ro i?XO-L£\±) .|~D~?£$p^ B? : i#:i» ?^&-;F:h^-L^-H^>. 
vs |S. f S - Spi ro ( Pro- lie ? 1- 0- Mr p~ Lys - Trp- D-Fhe-Lys- NH> t 

MAIC ■ D ~Mrp-.D~ h Trp - F^s Lys --mti , md 

■wh£r« and S---Sp;iro (Ft<>-;II^i is «- 

so Methyl -26|6 ' - oxo- 

Methyl i ■■ 2S{ $ -ox O" 
£3 Th^se units have the f or^uls 
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m 

where ^ # is tim aids chain of Leu or jte (ses 

ths tricyclic ^j^i^wSd HKM if : ';ofetja.£'rt^ by-' c^nwi-vt lonal 
hy^o^js*:ti.ph. of fchs? corre&i^ 
.3 ^cid$ of the $®tmZM 

H m m 

mi) 

yh$v xmitB. iSCGordir>g to the io^ulas I I S , TVS ¥ and -Vi- 
se constitute p^ptix^^iB^tic ^nits which are advarst^g^o^ :m 
thai thsy lock in s ^ti:r^ configuration thus M kicking 
natural ajsin© .^cids. 

PfeMm^ acceptable salts of these co^p^^ds can 

imrgznxc. mtiitian shits* M^fe : rb& ^yclrachlorid^, 
hydr^bro^iids, phospftst^, ..^I-fsb-, 'acst^'t^- $?tpw*m-, 
zmommis: t^ttftt*> gluconate, be^^ate, tmm** 
fumaral^ mmrBtB or palate salts, 

Ml compounds cm h*. conveniently- &fnthmm&ti according 
to the usual methods oi peptide cbfemi.s try, such as % 
£oM4^ph^^ : p^pti^ syath^slSv Ascribed by E> 
Atherton ^aii,C, Shfpp^rd it "Solid ?has« Peptide 
25 Sy«the.*is.^ IRL Press at ©xffr&i ih*s wrM'tr ^mm* -ip.W* 
g»l$t4:^^ <k\sc£ibsd. by £3U tfofiks In 

*mi& Qhvmmi Synthesis of f«p^^r\ Clarendon Press, 
0^fox-<3 by * co^iiiatio^ of both solid- «rjj 

«-OES'atio&^pha-s.e ■■©ethcas« as teowt in .the art. 



of the cmpomim. a B^itmm sUxUm 
prepared, for e^^ple, % attach!^ zh®, skq&itM 
5 protectee a-afeo acid to: a €M®$mwth^&&%& 

or to & pfctfa-Mfethyl^ rzsin (jpHMs-3Hk) > ftss 

ts California . The pi$pp;x$t£m- of lh® h^ronym^^Mt^ 
£e#iyi is described by Boda^sky : &t CEsp* I no , 

VhoYi<k^l, 39, imm mm ; The mm z^ln is describee* hy 
ttUtta , ' H&vshatiX* ChfSfc, Cmm,, 0970} , and i.* 

^^ercAally available by P^nin^v*ia::L«Wr^ori^« ■Iftc*, 

Aft^r i.tM starting ^ttactent^ tm pmtmt im Qx&tip of 
tji$ a-siinci scid can be remcv^d fey means of different 
acid r^agervts, such as trif iuor-oaeetic acid I TF.hl or 
3£ hydrochloric acid tBCll tUssol in organic solvsxit^ at 
t^pe^atursi v After ths rsaaovsl of the protect ir^ 

g-mnp oi th® a-aminQ acid, the • pr&t sefc*tfi 

natural ^ii.n.o acids or carboxyl ic scids correspond?.;^ to 
the ufcitf according to t.M general fonaui^ III, IV, ¥ 

25 and VI r ^hich also comtXtmz mino, acids, can be coaled 
st^p By ^tep;ln 't^r^!^l^^d ^xder, Escr promoted affifno 
&vid cst* oenemlly fe^ rented ^cess of; abo^t three 
tifci&sS; n&Znq a suitable x&thoxyX act i vat mg oroop> such as 
die y c :i s&e #y -lc a £ hradiiiaixte (.DCS } or d-i i £ op ropy I: ea .ctaod i I mi d« 

?b €i dissolved, fox ex^pie, in methylene chloride 

{CHi'Gl^S - dimethyl mxt&mim imm or th.fe;U: m.!.?itums. Alter 
th^ ^sir^d SMinoaoidic r.s;«'ip«»ps }^&& couplet ed 7 the 



deslrmi C0^povmd cars b<* cleaved ires^v the supporting m$Sn 
hf tm&iMzm -tilth a regent s^efc ■. ■ -hydrosen l:luori$$ 
{'HFI WM'c;K/- : e3:*i^®:.-Mofc. oMy t!m compound fro^ tb^ jf«sin* 
jfi&f aim l\m pmt^thig groups of ■■U'feefcal €;tein$, ffinft a 

to Be lDm^ti0?3 of ^ co^poimd vMcft has 3 tftfitfift&l mid 
gmtsp and -if pzmsmt.. in f£e% form, pmr ji EHA or 
r^sl0 if the : twt»t mth HF directly lead^ to 

the ■.-■i*>ri»tio^ of a co^cs^d ^hich Sms a te^in^I "#nd-d$ 
i& groap ar-<3 is present in free iomw 

mmc&mmm mMM fcr treating typ&ra in * 
iWiudi^g a te^M, wi^ ^. compound actoxMm 
th? mention or ;4 pto sfcc^*bl^- 

» thereoi> 03- co^inado:^ of c^ppyn^ scc0rdlng to 

■s-ai'.ts thereof , optionally in ad^.l>cture with a carrier, 
■eseipient, vehicle, dlXmmt, awafcrix, or clayed rel^sss 
.c&atirsg* Examples of such carriers, e^xplents* 'ykhicl&'$<- 
20 ssnd dilterits. can be foxmd in Remington's Pharmaceutical 
%ci*fac*# rf Spth Edition? A/R, Senpsrov Ed,, Mack 
Publishing Co&pafty, B^tm, FK, 19.31) > 

Jtay of tlm ■cmp&imd& . sc£0tdin : g. t&e p^^nt invention 
35: cah be foliated by the titled in the art; to provide 
mad&GSM&nts: which suitable fox -parenterals buccal, 
rectal, :va0;naQ-> tr^^^rmai, ^i#^^r^.'.;pr -^.1 routes of 

K>; Xfefe type &1 fa^mxlMMmy0:f tM ^-di^w^t-' ^»ftt«iftihgi tM; 
coniEpouffd ca^ be <>el^cted accord to the desired rate of 
^li^^ry. Fox €x&&plfc> if C;h# cmpmMs are rapidly 
deliv^jre^ i-fee nsstil or .intr-siv^xiow-s- rcnfrte.'.ls preferred. 



The mMmM-mtM cm m irm^Minw 
mmmMt at. & ,th$£a^ which be 

.'fidSlJly det^r*4^d fey one of skill tii$ a#t and which 

,.S: c^n v^y acc^rdiBg to specie, -#9*,- -sex ■■■aisd. ^etgbt of 
the , £-r.eat«d patient or subject as vreil the x'.tfout* of 
sdi^tni^tratioo<- For e^msple* in ^Me 
intrmmox&ly $<&M- aister^d, the pr&^rrsd doss fa;il$ i*i 
tii®. -.rsia$e about V fig afoo^t ;>5 p§ of tot s i 

m ■■sompomti ;pm kg of body w&i&M. mm m$ll$ &<MX^M®v^* 
higher ^moun^s are gs&er&iJv .necessary.. For example 151 
tospis for ths ®5r.al sdmi russratlcra,. tha desage -Isvei is 
typically fro;* aboyt 30 to ab&tft 1000 jag of total 
compound p^>: kq ui ix;<jy wei<?fct. Ths exact level can be 
easily determined s^pir ic&liy based on tha above 
disclosure:?, 

m T&s fpli^imi i J rostrate «;£ <*?fjx^cy of the 

ssost pref issm the - tu^pr- treatment o f 

this ir^^n cien, 

3: * Materials iarsd N^thods 
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SHirp-D-^ and ■ t&ys|j-S«RP* (Mis^B^ 

. Bti^«pt: : ia^.- , mraent«iiii>-- nmm mxm wmm 

.Bach^ IB^b£^ . Hu^a^ recombinant" 

epideraal gr^vfth factor yE&F) Jratf sli ti.^s^ c^ltur^ 
r^sgesits pVvrsssa.S8& tram C^ic^l CO. (St*. 

3C- Fh^^cl^-fcsrsha^ li^Ua CMilan, Italy* , 

Surgical tusaor ^p#^i^j>^ -^r^ l^^i tha 

^ M^a^tiR^at of Biomediwl Sciences a^d Hsira^ ontology 
IBlvisiosi 0f mthologjl mtte University of Tar in., & 
t^aor f :r^r^:^t adj^ce^t t£ tfet «d for 

hi $top£ the log.:lc&i di&gr^sis was ij^ediatsiy frot&n at -BO 
X *-ais£ . for 2 to 60 m^ths rat II farther psecesssd: 
M^di^g studies Sadies of E3 :^^M?i breasl: 

II ^docexfcs tumors o£ tte Iwg,. S ^ndocriris t^-x^rs of 
fcfcs pt^li.::« : 12 ca^ci^^a^ C7 of follicular 

/px-Acii* ami S of ^duil&xy origin) ere asecL 
BsspX&stic xmrm&l tis§\xm ol : tM corresponding Qtgsms 
Wfcie also .ahslVs^cl- paxsli&i ^i th the i^dlvi^uai 

5* ■■'■xdabs ceil lines 

?»n itmfl csr-cinQssa ceUs (£sl^lj, and mt^mZdl? 

.■respect 1 V£,ivy fousftafr .o^at : Jc f >g.en dspenckmt snd "-Qe»tro$ejRfc 



w 

i^4«|^««sit:";.b« i ®»*t cancer cell line^ were? pi?,rcfcs's«d--'-i£<s2B 
the Arcc ffcoefevllls, Mpt um, mils were ratWly- 
c*UwM in 25 q^-fl^fe^t 37 *t% : SI CO? ^.9|| ; 
li^idifiaci atw^F^ere In WI m^plem^te^ with IS* ?£S f 

■th* $lmk& with t^*iii/g:pT^. 
.d} GMRP receptor &$m¥ 

©HBP receptors on ttwr m^mbr^n^s as 

Endocrinology , 157, iSM, using ^ & I-f^^M^- 

■IS ths -difference between binding in ih® abs^cs ^ m tM 

assessed as a prc^itap of tte radio^cci vity added , 
Sstaration and ^^mpBtiHm binding siuvdes ^rs gnajiysed 
with fee feap&P^O Pri^ 2 program ^rgphPM) softv&rs, Sao 

0} QqII proliferation sttfdi«$ 

m^H^Qlom/ IM, IMI. Served cells w^e 

t:h$ &b$mic0 : lh the presence of differ $rtt 
concentrations ffrois ICT* to ir 5 of Bexareiirs. 

or fepSGSl?, Mbr ioc^bati^ lot: W hoai:55, ^H-th^idin^ 
was Mfed Smi isc^bstiott w&s continued for a f^xt&sr "4 
:bou£&. The reaction: w& hslted ^IIa; we&s 



It? 



mtm&tM3: mm %X&m~Mb®$ filter strips < IncQxpoz&H&n 

C«II growth scries cs^ried <j.yt as ^escribed M 

Sells *er« »«^*:lft;:$.^ti<?dt« i*s ?*-:*^WJ*i»U pistes at 
a density of ^OOO-iO. oao Tw^y-rour 
.after platliig ihM msMxm ytsts mzm^zd-* liSKartiis ori'M*- 
H«5esr«Ils «ft afed i^ff e seeaested at «**c«6t*abiaftft-- 
m mntjUU $*m ,ta .*<T* , fte sedia sss changed 

s?srs : |p ^w:» t cMI* wera Seuntad at 4t a»« 7? or 

of: trsataeEt in a doisfeife bijnd amaysis: two 
inoepc;-K?c:^: inv ss t i fate rs u s Ira*! a h ae»ocyt?>»e*«* . 

IS ii Statistical 

Sata wges^ttMSJl as sis an s (figs, 1 sad U or sipsi: 

. (fig*; 3 to ?j a.jiless ettervise spssifisfJ:, 
Statistics. I signifies nee wass dieterssissd : s.sis«j iSssrffi- 
S3 esitney test, mcs, 3 to 3) oe. i>y sae~M 3 y Mmm (figs, I 
to t|» Ml sspermgnts ws carried out st least i« 
triplicatt*, 

2. Resets 

Figure 1 shews the distrtbutiOK of radioisbsj.iesi fyr!~&Ia~ 

l*:F<0,c i i ff ., ';g&x£ : ®-®p$u&i®% ?;oc- uj-cnc^eJ t issue t< J*$**~ 
ersdociiiM:- twe^s st the Iutk; espd ovvzst, m wU 



37 



■mdpp^im c^cixn^^ of tbe ^icr«*'i thyroid 
it^llimlm typ&l a mtiim specific bidding 

which: wis. statistically higher fclutt? tMt f.0U&l in the 
a&zxmgm&inii non tmmr^l norm! timn®> contrast, r>o 
i di££&refte& m tk& -spsei-fic ''binding- v£:ltte& observed 
: fo$ifc&#& 'wjSroai tis^B arf sndocrins tsissofcig tM. 1^3*$ 
tS^roM-: (medul lary typ^) , 

:«* their d^t^ganl^ts 

jo dstsrmxmi* ^hethej: the binding o£ ., 5 %-f 
to tMori«on^ sfews ,the propert:^^ tvpicai Of 
li garni- z scepter inter action, U>s Mnding of radiotracer 
^ ^ zmmtm*^ in mzts detail :M m jwm-end^^ 
^ciw Qf 1 m$ origin Mhich displayed highest 

'^I-Tyr-Ala^le^^r^ll^ to t^or ^«xs&r.H^s as $ : function of 
i^cre^^l^d co^c^>t^iJtxQns of radioligand, This study 
»- evidence of s&tur&fele specific bi^csi^ 

Scatc^ard analysis tapper pansi j indicated the py^^^cs 

binding sit^s fcf- F±%, 3.K » binding of radiotracer 
was displaced in a /-db^.d«p«a<fcn£ f»*hion by ^M^lin, 
A^-H^xarel.it^ fyr-aia-H^xar^lin snd QHRF ant-agonists 
:i» such m- D- (L^);rCiHRF6 and: IB . fi^»Or*Wpi.^;r. . 

i^ddJJr-p-^y^}^ derivati^® df fe^ih «i:gn: not 



eBH or to^ts tiB., 

3 Effect of Sap^P. smd their antagonists on : *H~ thymidine 

mmtMin at ^ol/:t was abJ* to Sahib-it both him&l 

m\d thm Mw^^timl^tM '*H™tky&i&i,zt-3 incorporation in 
M kti*£r* of Mpg fef , Fiq * Af 

^•"F<0.01 control. 5 , :?Ms ^tntipro> ifer^tive ^Oedt m^s 

also db^y '^h®n th& cells ^ri intubat ed: in the 

GH^F ^tagoni^ta ^eh iP-^^.v r GH^ and .In 
15.. c^tm^t, a slight inhibition was obmrvmi in fcha 
pzsmriC* of tmMJl. Experiments usIm iftct'fe&sing 

feK^t^ln, m-I^)^HRP& and (c£i :fi<?, 5} 

revealed that ttes& co^pou^ds inhibited the proliferative 
■ *ffftct- of s©r m :hu^^ c^rci^pmiS mils inhibited in 

mi/J for &Ft£317, fcS 10^ j^ol/l fox tyr-AIa -HeK^r^I ia* 

d) gffefefc; pi on cell growth 

fis hu&jifc lung carci;notriS e&ll^ mmmlin at i : JT* 
called :a tffe&?@3&« iti cell rumb^r co^psrsd with the 
SO? control with & significant effect only sft^r 

tes.i fM^ effect forther i^rtMsd at 1'iT* mol/i smd 1CT 



* : :mi/l: m§. oh$$zwm tiase point tested {Qf, 
fig, **F<0,:'OOi/ **^<0>«J yaf; control) , 

In hmv^n hzmst cmc&s ¥4*?Tt cells Bmaz^liTi at liT & #g1/1 
5 c^^M ^ d&^e&se in ceil nm^^r cc^par^d wifcis X^ntr^l 

Ttjii«'.etf : ect further -$ksae-mm<3i $x 1©~* mol/i and itf- mol/I 
« o^rwd at point tes ted Set , fig, 

is ^^tiprolifarstiv^ effect aX-so; tfl^IayftS ..fey lir 
■mmit^iSh on tfci?.$e ti»r cslis |cf Fif. ?i>; *-P<0v0qi; 

: * * ■* P< G "&m I V.*- < COntK C U ,, 

m htimm. career H^-MB231 cells H^ar^lk at 10- * 

*S = e la cell ii^Mj^r compared with 

control with a significant effect {-33$} o^ly Mtm 12 
honrB . fhis effect fertfeer Incr^ss^. aV 10 >V - ^oi/I &:*d 10" 
* ssiol/I and *aa observed at assy time point tested (cf , 

ft F<0, 01; * iV F<C,0SI; > **.F<.^..O05>X control J , A 

» similar ^ntipr-aif^r^tdv^ offset was ^Iso displayed by 
ftla-ItexarfcliA on th&B% t»i cells Jcf. Fig.. 8b> * 
***<O,.00X; 0-0001 ire, ^troJ.):,, 

xvsr : 5uit6 ife^a^ytr^fes that ^yAthetic ^ro^th hbmqri^ 

qro^th of hmim carcinoma cells 1^ vitra.^ ;.?h«. 
■■an£ipr45l.i#"<5rsa tim effect is $edi«£#ci by a specific 



: 20 

What is c.)a tm®4 is? 

5 I. h mthm of tssiisf i t»r j& a a**Mpi ^bich .a#£$c$ 

£r. of 

infeifeit proliferation of t»moxlf««ic cella. 

3, & afetfe&d or treating a t»r ils: »«r : ffikl method 
IS -m%&m&®$ s^isiist-sring to s ^®ssssl ir s rs©ed a£ mm 

tieafesont a growth "h&smons .secxefisgogii© or *jb snfcsqooist 
ther*K;S irs &rs momit sffectiw to "»<5«cg ~r inhibit 
pmlx xeraiio* of tivr-ociaanic cells . 

jf:*-, Ss method :ftrt»£ is 5 lung, 

5- IV method of treating a ? ; ia»I haviro a imp provided 

&\i'£fc' 3 T^C^pti^X tOT ^TO^th hCt'^XOtlB ■$-0£T&'t& g&CJ'Ui&iS- Which 

as ^t^od conp^sss ^^istexing to a mwml in tm&dt o£ 
said . .fcJt'«f»tiaesife a garowtfr te^^s ^el^asi^g peptide or 

30 € , ■■Tfe^^;jte«^d of claim ^terein £hf is ..ft... 

■SM^wa^ry^ thvxoid or parser &a*£ tyas&o^- 



m:?mmmm 



m 

with: a receptor for growth .fcorssaaia • r«lea«i«g p®pt%4®% 
which msn&od €>ms^tS$,ms sdsifilstgrisg to: s ssasssl i» ri«$d 
of treatment a grc-^th. -thexai&ce sec*et-&gagfue ©r an 

s sstsgomlst tfeersof in -m moi$i% effective to reduce or 
isMMt: »roliferatie£ of ty^ftrlgasie: ceils . 

m. 

M im&had at tmdti®%: s tsiatcsr is?* a jnaasa&l which method 
co^ises adiiniMsiBf a ssMiai in Bssd ©f said 

compound to reduss « iGhifeit prolif erstioa of 

S3 tmotmm^ ms*m tm mm*^ u selected i m ® 

the group $#?sl*tl&g -of 

©^ iQ ds of the pntal. losKfe i 

in wtiicl*; 

AA 5 is IS. SSB, IN if. TXM, All:. lls-^sj^, His"M:rp, 
m frxs, -Mrp, 

Ala- 

■Ki or {>••:•• s.« -D-M.jrp; 

^ !i «s f D-Kal, li-feys, PHH*fj< or Try; 

AA 3 is, B-f rp, B-Trp, S?p f 0~Mrp, The. or D-Phe;- 
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R is -Ms, ^br~WK^ or ft-Tfc?HBHjj and 
M cmpomMs of th^ g^^ral formula £2 
5 A - 3 - D-Mrp • C - E til) 

A Is* H or Ty£7 

B is & .&piml&£tm ot the gmxr&l f^zmulz III 



R ■ 0 IT 



(III) 



.R* i.o H ot Tyr ^ Kf ' £b£ '• : sid& chain of 

» pt^rilly occurring amiiio acid,- and ths conf iguration 
i$: &t •* .is: : Jftiy (S) or a mixture thereof; a tricyclic 
co^ou^ of the f oriels 1¥ 



SO where R J " "is H or t^r and the eonf igttri.'tifen- si ■*' is &<} f 
or a fixture tiier^of; -a ^icyaHc cos^ocna of the 



?CMH 




&ac» R 4 is K Tyr and ths c«5sf if«rafciof> «t * is (SU , 
{Si or .s :S8i*:t«««; fcil«ts©t : 

C is f rp-Phs-Lys, D-trp-Ffe-tys, Hrp- Phfc-Lys., i>-^io«^ae- 
m Ms ■ &Sx$ T $~Wh& ~i,ys > C-Ly?- Trp- S~ >?h s « ?,ys D~ Lys-Mrp-iC- ■■ 



S-I s ys-I>-^rp~D--Fae'~L : ys. or a tricyclic cPispo^d of the 



m®m Is: H or 80^1©: arsd; the conf ic?uf stion^ at * ore 

m :U\m*:P&mmmi-y mn^a. tricyclic mmmd v.i. 

10:. The method cf cl&iM % wherein: tbe comps^sm is 
H I •• Try- A I a - Ttp •• D- -Lys ~ m{ if 
Jil s « B~Prp"Ma~M£p - D~Fh© - :l^y s - f y 




mtmmmm 



wM.rjfrmp*-®^mi -prx€;--s.y<2»HK^ 

# SMt- bi ~m 1 ~Xl$ y?x$>-B -Mm HM&a , 

GUM***? - ■ P~ ?rp- fhe~l*y« , 
fMr D- >xrp- D - T r p -• PS?* •• Ly • NP ? , 

iU<<~Q"PP p-?,la-T rp-;> ; ^'>e"!,y--PH^ 
D~m^-S-Mpp~B:^ 

CAB- D-hx:p- D--Mre--;^p- Lys- SfB* . 
30- C y/s ■■ T y r - GAB ~ ;>■ H r p~ r p- H r p - 1 y s ~ ti H ■■ . 

^i-hla^is<^p-^l^Txp-D~Vh^:/B--m; :; or 

:t 1 - ?hP ^ t feci ot cl a im § „ v^herei s t he pcmppijmi I s 
;-5 Hi s - f rp - D- jyyp-ypp'-S-Fb L y s-P® l5 : , 
Hi x - 0-Hr p- g •• Ly •> - fx p -D - e'Pe- Ly^-^H? , 
His TiSla f rp - Py s -Prp-P- Php -Lys- NH 2< 

SI s - Els. ~ D™ '■'cp-I.i&-x rp-0 - rne - Lys th., 
3* ha^pp-'S rp- Ala -^rp- P- Fh*» ly$*t& . 

I2v setfsesi of clsisK : :'8> wherein the corrjpoi'no i. § 
' f£ ; S - Pp i pa | Pro - fee S| j-D~.*?rp~i>Trp~ Ph* -yys-- MKs , 



■as 



n 13, mm m^th^ ot claim 3, whsr^in ths tumor ir t tog,: 
&»^r^, thyroid or ^^iiC;rea& t^or\ 

14 , Xhs j&t*tkod of clsi^. 13, w^Zysin ^^JOiill 
^cfei^i sfcerssi the displace ths radioactive 

tW&iit- £OKts.ir:in$ tissue of Said 

IS, The method w£ cl^I^ 2, ^her-^in th^ co^po^d 

mdmissiict ftred to the ^s^aal displ sees th^ r^dxo^ctiv^ 
2$ \.m% Ker m l-fy^^ from 

M^ox c^taisiBg t!»e of said mmm&l . 

Tn® wzthod of ciai^ 3, wherein the cm^pmn^ 

tmo? c^tfsi^ing tiis^ise of said ro&suH&i* 

17. The ^eJ;SKx$ of clMm Mf Wh&r$i'S the compound 
ad^Ioi ^red to mat^al displaces the r&dio&ct i v& 
3» m zkzx 1 I - Tyt-hl a -H i & * 0H&rp ~M;a~ Trp~ a> Fh*~J,ys - ^ from a 



2$ 



18, ^m^thvd of cl&iM yfr&rein th<a 



wocsmmiosm, «ytcsr mams. 
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■sse n mm a mmmm mmm) 
m nmmm- mi imi-i i- m) 

pip lf Mm IS *" Urn Mi cum 



mm® mm c&MHNMtt) 

pap I, Mm l:l - !1» Il» slil^g^ 



1» It 44v£> A CfMUMM milage 

mm m» im m -mm m nm mi 
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J A I I m text ^ mi&* gs&S W m O^^^^v f ^fflofii*? S&ss&s k> 
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3* 
\ \mi t 

■mm % 

mmmt 
imsi ? 

liiH 

mmm & 
mmi k 



mmrim 



mmm ? 
wmm k 



I: PM»N| 
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si: 
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wmm t 
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m-m-vm 



.Sr.,*. 



WWW ■j'.".V-V*u'.V«V.\.'» 



Scs:H No. !0/5^S^66 



0Mttei States ftsteMt m 

Ml FsM; $^%:im 

Nl MO/ V,,,,.:.,........ ... ,,;....,;„ 0$?^ 7v ! M 

mi mo> mam h^v<- 

ssm:^ %v>\.3<z§i 

wo- mm . 

musk t*3i&s£:&nom 

OiW^h J^MWiSss Eefoasing ^t^kk^' w $h$<& BE* Wdis* 
*\F i&ihi^ <$^;:W?i!> H::^mi)i^ $bc*rt^^;t&?» *Wk: 

nOttSKMtt: dsskisaii rate: ■frm$£&<>& by g&xas£3fe% £xA-jp>?i$n 




Primly £x*wiw?--~Mhk?z\ r* 

j3^t>f.al\?y .':;*vo. 3! U^l. -oaf? ^f^- ^s^ ami iitt bt^i 




issofcs^kig ^ymm^ U\\ UiM<mi^ y b.csri $$iim* 
w&SfiS?" sl&s&s* 'sakriaja j^MraraFgk 
cmi:m $fm%$}m, &i&pwmik\ %&^m? teMbi 

H : % D - '2 ■> >3et*f * :h y i ~"fx$ -A i^ frp - t>-P^i>- Ly.^- : !, <t.^. ; W«s 
iff ^rawts &t kxzi ?m% U' y& 'hx&- 

po^aai.k^ S&I^fc £$$» v ic\i:i ^!>vW is 3 sss^ 



twe Mf|? ^ni^ p^crs^ fe stfei® <i^«. 

: , ■ .S.I 



xti tills tk^M^pi.bf;, ibc Mk; ^fev<J^aibi^ 

«ki Ah,. Lyaj ?^c/TVf*- ^?.^ Tbr, Cvs, %% m$ Ik- srs 
Vypv$$mi t Yh^mm, Cpsv'mx, W<m^., Lo«- 



at 



A h m "t'$£; 



it- 



3$ 



1ft p>. 



;|j^-r«of- a bicycle fiM&s$tesit : ;k^ ^rsewJs:: 




C T^>^-i^ + D-vrs^l^s^.ys, tvi^-?^-i v y:$. 



I "1 : T 

j, *=■ 



I' ^ L^-ftHa fit' — ?^-S^, -wvW^ t^s E is p-re&rAMy- 



6mm 




V. 



1 

• \- 
w 



1M £>ra5«!S: 




fitoftjssfrfhykjw; ^ 810 AOS^ SY i hy £k<Rx] 
hy<tosyEfJ#$fcYJ; is. c&ssrftxjitf; by -tesass&v si, 
by feSa Sfcxl Ms$$h?l\> Ofcmi. C^mra.> fcStf (K?0) U 

ss3^3t -S^iiS^-! ^iTKii&w^ pro-i*:^^:^ C^i 

].j k ^sii^ S^i?'^^ s?*^.hj' fe dewixl 

:?s |>y;^^liT:g gsc^ t'mtd dwsm. Wmn & >Mi+- 

t::>X : &$^^:;ii'W.t:lj IW- k;»d« it's $;:!:^;:>.<:.i OL' ih< JStfjtis&jaj ^di.^ 
ai^dlvir?-J.c?:l3^ Ci.^^?^ -3:. p£$<! ^ ^:^£S-:f- 

b>ch::<^3.^y rasas., si a Jines ^^ey : «fc;ts^« <fo&e w^ji 
•«33s''S^ «'.assi : 5> ; ck^^^^^^y sag i>: k&sJ? in ihz &tt m4. 



s>x;ik>i^ sir ^ ^^^j zmyfij^Ftmn. •■x-'iim mime. r.^ JL^a? 

!>^:X-:M :i>JV* ^tiwi bl^ iiiffc: : ix>. .ii Such $*h§ 

mmk^ -mUiik w$}.nk: v-mwgzric &Mimv 

&zzwt$ p-mnm They cm $\$$ U ^smr^mim, ih> hy*l k i?$k*i\y Um> tix>u* 'M> 



Nybi%:b .Wjufck &s ps^cfera^ b&xrl,. n<$$h v«^ii;.l : 
m txxx^i:<s mcti <is&$s $m^< m t*?^ ^; f^m ^^^s^ i 



^:&y>i>? >5f U.S. U«% ^i«p8^};>:^.rt: ^-gvkS-^ iyy J^^.r* ? : 5-;X:X"^ S ; ^>v#^<s; flfT'St^ft <^ C^fiX ^ • r^^C 4 jX>j 



f 

^stfti^v^^-^. 0$ i&fc i.ri^tivi-::: pastes iss* hzm mm^tM 
hsatf las^s*:*?* wiw&m'PlG-. 1 f bias dsis : : - 



I 



• s . n : : ^ > >>. - 5 v .... : O .'. . • + V - ? >c< ^S^, 



'Tfe mmxmm i& wrist ■ mhsbh miu .m* 
T&ites- mzmplm ilimim^ p?zf&?tM Ur^Mxw* tm 



;-;yr>.[^ ; ^p:ir?^?^ &s to or fee siims fe- 



imft^ ^<>s5- 
&*M. 1;^csf«:$ic$il ^.W, .1^3.3; w&iw 



6,023,471 



1 





ufeie. jM'k : H ?:f ''?V>\ Si; 1 ihti- $k$$ d&sa- 'esf any j $ i mM Sv&: i?; ihe nick: .d&sis (if 

csfis •«*to?s^^^4>o^;i^^ :.asss$sfci >id4 arid: .sb$/^ft%vK 3.. ^j>ij& «>! I 'to d>a&iif» * t#a ; .ua& 



•>Vto« A ;« H c.t' ^ <^ji^v.;:;*tk*C M * is (R), «>^«S^^e >s$^. 

€ is Tn'.-Pfce, ^-Ts;v-^. r Myp-Hi^, D>M?f.>;^, TVj\ ^ llj.- '.fe pbi;^^v:J^;i hm'>m*k>n -of -t'i^iTiS & \s ( hs.mxk 



^ctioniSv sst; msdkted by tfee . gfcr#i&' sstspios; . s il p^^^-ea^pfed ^^p^ ek>?M mm ^mimy tibmim, HmMmn, 

mmg kttin mt\my 4&m®m$mp^ m& p&p&t&iw gd d^-^3^to?sk, A blading pr-ata?s af&t M &)() was UMmfkiL 

;^rf**s&i : mm^. Uy'h®x%mli& wm^mn M^lmi m m4?&$$$ & c^mrmy pw$mM pivmwz m ^<4^><l^p^mi m$mm\ 
T\m was Mstsg b hearts fro^ CBS&^I mm mi-h&mk Mm s^mar^x;*. hyp£r^s«v£ m$ f&teXmdiy' 



^ J af *p*tek- p%pti&z& ?mn Ms*,* 

mk^mm% vsfe&h. s*h&xi pm-m $$i#^#m$$M- 
i>$&mii*g iKh-^y text $k%i sig}>i:|\c?s5<^ p?"G^ct^?$ (PKL)- m& 

T^:>?^or, 8 s^ifk 0 ^itii^- coimi^d tzmmt 1 -* $m has- 
mhiy$*£* b'k«dliod *n tbz pinniitry glmd, hypirthshrw^ mid 

pztlphzssi mmm Imx zhcs*v :?>7>ec^k iii^s. \n. ^ 

ki®K $&pzmu i^wy, i&m y $®m>. srxt mmste,** 

"bce^> .s^rxwd io &Mw$ zsnllQv$$&i$te? cavity, 

CTisii>^1:^l^cr^~ikp«c^tk^^ :i^ij§?v»m jb^cik>'."i.- This 

«^.^c* was m^^mtet: esf^sy ^i^xdii^k^ of 5}xe $i>rrs^u?^^pk< 

mrdkc .i?BRP r&c-gpm r^^kd ^ .e^stfBftoe : -»f '-.a ^ju^bg: 



<kp^r^kn! ^sreass s'^ya^^y ^d»>;.k^ ^^m&xcjs 
^rfu^vd'tom.' This, effbci wcv$ ^b»^? m: torn ^c-is5 - 



Siverf, St C^?J?'««^i. ds^b^:, ^sj;^. scnif^ ca^iix* 

i:-,ie;^bi\<:s^^ vl-.i- ihz puntitziim M V>£ fe.^X% .b««fe% i??0:*i«> 

•r--3 <>^ri^s River) as wci: as ^ CP^^-riyii mm C^ W S? aaxrite 
*^ : :^^::<Mi^i : , Mi :;&H«raSs ^ eri: ^f^«her:^« wish s>:^b>x pmm- 



i^v p-.iviNi«« i>r r^fS^J^- l :)m<mg$, ih>>Mrtnvss^ isi'klz&ivhi& (HX IIXM I, -WtlSJ ^S^ii^s:: C»>S;»^s, ( sj^vw-v^v. :v; ; ; V , V'-vrb;. ?y.Y; 

>.v ?\X^ Axt^rtttsfr HcX; f A><VX^ : J:!k>:5:, M 



rixwvxd &i^;p$$£ScM« k&<;&\& ssiiax 'iwifir.- -C$'$&$ fmp^hirm^ 

Mm$p$&£ iM!«|.iy iPh^tdil^»i^ Wirt* 

raptor &xtf^& v^?^ ^ff!?n^^ *sy {>5% *:xUx*- 

^XsrcvcXX fo<X&ig wss i : k£>sX; ih^i di$:&m$$ by p&xWL 

s;x*iux rxx^wix^x $<:la&i;li:^'- br X 

1 >r<u^L CiiCL, % lipoid, Mi>0 : ., i% Tr&m X'- :<Xv i i&itttt&L 

jct^litjiiiiz^' : gssre.' jar aTC&i&fSftgs -were ^sjx^xwsv^v jsciubsx^ 
>*ixb xfrxti ■ i&i'M'&z;fa&vmi 3hf-%& 'iXiii** f ? C, 

i'Xtf iXXfj XX* XXX* 'WC*? XXS&tfd . X-Mi'-ksi j'&j' ^VyXXXjift MX 
fcO^Xii^rOtt 'i: ^ SiHi ^X j?£$!&JSS$' SVSS«'' >VJlh (J. j 

sxsi sfkyi&ibn x&b li$ $m\ml?L ■'■ w^&vzlwwM. cbs *'fox4 pm$itt* 
P> b sCi :i A t-j.j: - ^. t^r ^ux^ii vi'i ^i^xis » XX 

rX^XX^XXX I ? ^Cj?:\. Tlx y^i^i^SS'VS. &$£$9l 3?. 90 k".t>."j 

C^:;: -3X jjx p:! ,SM,^5:^ if:: bvii^tf B Jffl^f!^! ;^H;.:HO^s 

i:tv:i^ ^ :' : M«r C ( \ ®& rad/L 'rs : >i;H r i'^ pB" ?.U. ^ 
s^siacs^ fey fi&r&m 3z&mmz$ m^m;Ui^u^mt^i\ G i O^M 

br^e, ; t-DM Wiis ^ r^olvc:^^^:; it^bb-? ^:i>}b 

: .vj i < ^\;v N 'C-'. l ^v •■• f ■ i I ^ , V s 

::':vCiV!.:: iCc'.* uf.V{ iJ^f".^? : Vy^Ci* h ? '<>h \\\\ f ^ fj > [>;> -c" : > ' • 

^r:crv;r J. ^i.-GC.'CiA.A TT'V .\i."fl"> .A rfV Vf X C?} ! )T<:\".': 

i^jj't^j A v '^ and &oRi w?5^:?^y.-5'^::asi ^::^:-.iv.^i<i^ \l^^s. f^xX'^v^jy, 
^lx : f^s^^b^ >5:C5!MA >^s : ^^tofitx| i«x ; : i>j$T ¥ff«feif. ;;>k>va^cn^ 

?\>&?§Hi :w<>r>i^?s^?is. p^^n>^ tC -OM: jS^T 1?^ 



fi^t'S^:.^.- !^ T>in HO p-T-; l^:-):;^:!.) ;::::.J: ; !<ii:;i-t:N; ED'^A- 

k^^rife \A ^^:;sn:irf: L> ii s sr?si i^i^bisac ^4. iysis <v>i* 
Km Tx$ c$\\ te&J WM &m: mt^^& *a • 14 ^% fa x&Mm.. 

$$!pzipmtim ^mih ■'8&<&ii#& inpSf\^mm^ t^$b'ii strum <M m£ 
A y^m^ : ' <.<L) 0Kmk* M^i^Mm y -Ckmsayl. *Tbe 

^btt ^ -..f&& C^Sb ^^liborfv ^L> ;mi ^faci:R ; >\ a^a^s : e 
p. I ). ]>^i-b iiss^^y^s^ap^.^jes aVw^- 

Perused. 

jj:x: km m M$#mmm- sv^th~ 'ibs X^^m . 

cx.ro . gw^ikiCk E^sis :; "X©. to &;) «>;^>, x> g> 
?i^X^:-X%? *vUb -€0.5 %ifeE:] Cs>:^pkis I<^-n i$f yv icv.^-rx;^.^ s;;<j 
pj^it^iy ^tx«esixif*cb Hws W jjfjfjivxjv^': vxlrj iaxvid 

Kt&s-tt'tmskM t^iM, vmm%8 : m$#t-2 mmm* c<?« ^ l^rj^v 

pi?f $v:^iy5^o« -^X^jSn^ < ; -i if ^di^cci ^?b'S-Vte:^:3f>ii; biVf&? 

i ,X. M*t;SO, : $ >fei^',x.X_ 3^,^. :;>;g:Xv\<X: ^ t^^XVaX 1 : 

Qy5% CO, (pH ?,jx1 fc^-i st* & «xmts>x 

^xL .^-.ir:"" XX biXri.r: iylxXb.^ a t-c>:^^iry ^Sxsbn /^r^stoiiK: ssf 
75 .n:^ ^S^) $xd X^i snL «*issT : fs>* 'tS«hss 'j&TLyrs. lso>X>iit- 
N^x^rii- ^.v^ji^feW 'iRPssssyjir^ sxs ;:kxivs;:iy$ if^tV^rk. b&m 
wnxn K$mrii$ tiivsri ^ jX!!!i^V!j:^ XXa ^j?^^ m^t^ i^ 
^X v?:Xi i^!>J i^rtii ^X>fii1^:i.*fi X> y pu^siiirs if^fj^^ . 11^ w^uwc 

:>f :-XX bwliX^r; WrX ^b^si'ij i?b^J^ S 4^X ^<' ■' : ^<s««^ 

■tars*- <.Xr<!;i*;; y^^iss ■■w^S-r^r^-S <r>- $ (&>$p^<\ 

^sm pfis^ MXdrH ^ 5 feF 3 ^^ As^fOiVr^ 3jXvj. Xikf'i 

pf^iMp .^mmm^d thxn:# : * V e<xxxx-?fX xX =xx ^%-€&iwis 
x^i?^^x ^cbxiM>% $^X 

v;X v1 <^ ;i' L<a r f % ii-f vsr. Xi ■ \itj i.vu c vanixx im< T« 
j^^d, x-hxst; .prai- sig^uxvuri o^iu^i.^ x^x xx^^ tc> 

^g^cij);: n :>?sx^ [•sm. ^$5; iri^ii^ i s :?fs >^ is v ik5> :iirs ? I ; i^i re |i , 

• .^Uaife, Thss- 'Wis ■fmiH^ '.^mW^ m ixin^r^xrxtx'^ 
S^S-PA:O.E:^ti:d tbj$ -feitttj of §4 §4.<J0§ (Figure K l&mi'ty wm 
etod. ass'j. tr^ja^od witb ^g^^^>^ ^ ^ xm 

L ,.k«e.4) was kilui^ii 'ff».fts iiyt p£i md ^^mi^^iiy H-i^nk^ 
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-.-:•.•:■>: 



116- 



WKY 



1 



Ftytmt ' 1 .. ' $DS-F&Q£ analysis ot &v^oe*<; ; '^ sfi^ps o A 
Safe site of &HRP:£?o^- rat r^rt : A K :Cra^a^» 

LStftS 3 V !#^<3 SrSStiOSs 3fU>r Sift ^fri:^p^mW^ 

m^est* atetoi C.3CD&MXG L STCj- A VJO A V LA B>- 

To iWter <kroo«ssra&, the binding siss fbr 

•?K^^ of 003 £ (klkkscy; €DM-.n<j* by h.f*mdo^;?> 

\n sfss gmxs&ion of tssu^ i;pSe^$ji ice vssissssfcs olXD3& cDNA, 

fcig #f c^ ; dk:c mmfe^s feiv^ Shm* • COM <k Hc^m. 
i:sot fe?o?^ sp&c^k bi^d^g wish; $ho$-s 



wkivM ■&(m&m&$ mih high \$v$$ 0f 'CO-36, pmtd n 

WKY^iCn^R ami CS7M^ i.mito] (Ff gti^ >r Tsiken 

!yUtifit>r- i?v^sBc^ af ^s bm$ng pmmn iht hm^mm> 
wtK^xiMg J?? CD36 ^ the ton. 

li^^^fe^ii oi CBM m Em 

| : - '1. 1 ^rv^^ ^A.k^;ic^s^i sfi 4ec3Vfst^e , sv^- -i^w 

E BL21 m y^m. Tm00o^n^ )&^M$&f$i&. 

'^eslijAiK^sjsi sshhit. a^^^t -CD3-o ^tshady;, . .^e^H^j by S-'DS 1 - 

!$howri i(?.^M«fw: (f:lig^ : Tb^ 
cjb&^Tud ihi'ir. i^f^s^p^: spiffed u^i«g 
^^nh^m^n^ ^runiv s f^c ^nm^opr^cipit^tic^ of the 



1 



3 



53- 



i:T^yoc^^i?::it«i'W! ^i^- r$&&* -mii-m Ci)-U sau- 

grofn ^oe:i-ss^ig s^s. : U=os X. ^-^<>^::\m^m 



t:48*0.6$ Q.I? 



*p<§M 'm?m®$ *M <mf&®$$fi$ safes. 



am 



this. sarcsisiiy :vi«^€^>^H^tr w'^ by COM, d$s^ 

response zmv$% ® U#MwM$ mr$;p$zf&miii m xh&p&iiiml 

j'i^^i-r.ive ly T&s b:***J funtisofcy v&n$^te sr: tort* l&yM&S 

<kfj:bt& «icreme ; -5y? e^&aaf^ p«r^s^. ^rc^s^re i!r«-k^xi 
(V$KYSU£rW>K\. The IriC^as^ m emimsy ^.fmi&x p^mr^ 



0 



I 



Jf- 



Sfjgrifte^ tiftmsm* fes>d 

hhmte4 co^R^fy v^siws tc? r!*>^f^^^ for?^ SHR/K-Cf^BK. 
^a>: mmpsviftz erfem of ^tes^-^ ^^>od 

Cr>.K^^§srs mk* «r« os a :^cmd ^xi^i; 0f : C$M 



^o?fUai^5'% ^r:)$?:^rs 'tern tmm €57 WM mu&Mm 'wm 
Kmlly timm m hmm teskm$- CD% p^mm- $%ut>s % 

■tim iwgstiyz d\\x*mitopk ist&t&ikMy &g?i\fi%w&te 

pa&w%$ fw tf^:'m^\^^m-M OH ^k^??.'? "-'This mkm &ti 
QH .t$tem$ ft^Miod b$ nXl pmteitt" %wp:M r^cc^w of 



MM C$r$#l&i&M- MmSi'M^l 



mzW :^-;.t..:so 



sum 



m^tifem tssftdsftg: uskg & -^ji^SoadsvAeah;* ■dt^Vtti.iivg 

s?l h^^^i-i. 8&s dsstovsrv a dj^s^t of 

fea^g irs causae rHcmks^s feft duT^rat 




J.>" ... 



0 <&W-f- 



& €&$m& w motion mz&xm iCP^) 'muz&i 

$$0$&&<M ^>r?rmcej ioum te&tm&n g^>^? isi^i- 



R^gbt ^.«.i:it fmr:i \k$ disszt \rmm$kw of <h;=? wHh 
CD3>> e/v^s^ii on mztnhtmm -if mi&zthsilti cslk of t:it-» 
mk-?t>v^mU^ff^;^t-^^ Writs' was ^ : b^rv^j: 

mtmmabh in #m oX'zn^&zmm il ami k zsmtessd m$i *M 

yv^bl^ ^r:vs.tlve T?>$':.^mi tmimterk^ 

\} F .o$$m kii\$$$C* \<&:m<*mi$ic$s>r pm®8$xn4% \*t$$ fitted mix 

l# bkrck sirs vmvzxrMskikm? t\$im t>s>iti xkf 
CD36 as » ^v«xigi?r ?scepfe>r in imm mti imm&m-.-mm 

\hz Ctimir-Siy va^^^^^ricdoji, whscb ;^iy s\p|^^o $h<? 

c^d-i^vi^vu^^? ^f{\\r;- c?f h^M^ltft m^.lliii!te<i by CD3$^$)^^: 
fa tx> thai of m m^gm^m gxm^h 

hm?\mv^tkm r $ pzptidz ik&i reported u> te;i:-r« ^y- 

T>:i-; mm by gstxi* C^mim te'stoj.v* 

Ha&i^ Ke-.^^>: {Cn^^V fVi^v^^ h^gin^ (UOJ y -50o^} JK O .J,. 



m*Mti U »J Csrd&vaseiifosr Activity M £MWPs MMMk$ hf €&M $0. 



0L% m& urn mt . 58?$ft.'-H£ f 4(<mAXimi^ M$^ w$ 

J -s^hiasJ A?>A< Ai. MaCc&ft. <A i^w^R^i: <A$s>.^h ^<?rv:i<^^-K i>>^;i:: ; y, 
J s ^!fi;44;v- 4ix&. 

I:. ltowosy3 All. : fcA'jgta*X : -?:& C^ly tf , Ai^^A AA Rk^>1-^:>1 

'Cii Ifgn^in h% : IAA DCs A ?xm?&i>i$&£, 

Ctaa kA KiivM^M ft f%tf : & C : :>;tw,^ IV Site** is A, 
!>^ixA<.* kt, j'S&xvStt* ft, ?-A §ir«$&4:ij$v* i>jA;\V>:* j5t- > 

fcik#»>*iS A p# lixqwSr :xkA«: AAvc^ ^AA^J? 5- AAA -A?A 
A 'K.^jifyjit At, AAA?!* *k V Na^;<ak: M v Mzvsva tf^ jK^&Kg SC. 
.tikiraSft : 5:. S gfv(w:;i: NxpA'AA <$50;*ks {wjxijiA A.v™ A?xw*;:!> . 

A' £M?$«ft: &£]JM£hKetf SiA S*WK«ik :tj^ 5 . T£Kf! CAP. i^ui^s 

MS. Si^iAi A*& Vm AX Pfefijg i.H i : . ntawfcttS A:? MS^ii^i^^J^s 

%f:xXkAAA\: S!&vAHt fe:r^JW)>S Ktf^A^A^ :r^:.q>:: : >r$ , 

A Ajp^i AS, £>k £V \Afc*«x^! A, C&Wp:tfo> A -A^K^Avi A Ikcgv' 0. 

tekA* $:m<$,J'£U*i A>:xA:^AX-A Hv'nh ■ 3- - xk>? • 

V- k.<Jy.:Altt] ?A ^ AAx# A, V., C^i^ i-, A : 

'v;:iij<< T, AkxA fc-KA kmx&iz&is CA 0** ix U *:•>:: Saws is . j vh<««^- 

§ji<y>s;:5r0fctt^iv visiii'sttiiisr .•Svsi^rnvfei^R: ^s?y.n§i \w.. J i -i- - 

•> V. IS G; f : , i^^i^ A, cSi? fc'^j^^ Cole 'V, 

^0. L^<;^i fe, ^aikv A$n\ J^y^ a T^.r, 

: ^lM:r^M >>:^1 y^iStj?-?: i>J' fJiU^JS;: 0^-J4 S^«i'.: &i iti'ip&XilW K<&: 

M\y avkS ^ ^pR^«5 ^jeriibcl^';^. j' ! W^:?^-: t ^0S$>. $i^>2. 

J^x itejiS^ ^. 4. Iter &i<*k*& ?M v^&<? W :«»m<s 

i^-^Vj? .wi <-.si:'^idC ft'tii&iist:: vc;y{^i<:-J> (-?^ftx,i?sg. 

O. (51%: iS. ^;:Ni^5?i f^^? Ol^ D*^ft#Vl .R. V. G^i^ 

^Nn>W>S-.:^k&: : «^ i.C&^s KSiWX- &&X?$t photcv^'^;^ 

i*-. kernel KA;. d M^k-sfel A^^ f:X, S,^:.: : N $>A. 

>;p{X$i?kWj>:»:« •S^^^^j: &S£Vfcs>:f (X^t^XK i:\j:.Ky. / 



1* ■ iSfrjsihwii A.i ,A,-. ^i^tfr^y-SJ.x^l^ ;'^ : ! -f Xs Csfjkiax; 

HA. V.vsv.:::-:^.:0:iic ;;v<^s^r:tS •.!:>;: )>!' t .4: ! 
Miy c : J:xi<'jj j^>:t. !?y . o:^Sr?:^j :><=>:^s^ 5i>^>\:-^t:<:. 

.£ s : fe; T'W\ : ' V. ?mvi:i:c<. ^ ^, Al>y^:r^J I^A. 

:•.;: :';.- ^.vliSW;^ <ki^:f.iv« :Ki-k< r (^|is>ri jsjygijj^ji^vc-: 

sis^tos^^^- ^site'^ it$uM -$mmx& \ip!i^ 

:?0 . ^^;ir M. !,^y ^^^s i.:^.. T^4m:m, 

Mr- Si. ^:yffe Vmm VVA, : ;kxAk 

^:>j<.^:^::;y: J V^:< i^?; i JS:;^?- -7^" 
22. C^KSfC^ Kfispp }r\. frMtmi •*!.. ?.?>J$k; AT... ■5i>v?x$?.jiss ^L. A^«?sx^ 

^ ^^r^ : i-i^v's ^i' C&S k^wksi^; <r,<>i. ^-.fe' 2^/*' 

Gte?ss sW ; ftfatewJ A, A^t«r?:>rf AA. (>; A, A»:^; L*m 

k<f<l^lk>:^ *Vf ;^:>>:^\^:>s) : :^ l. .;V^ -^A4 Kk^}^v-5i:. 4$, 

^i. f^to A. K:., >iX^i SL v .>kvft: £ii«\ 

V«^>.^kxs w ;X:.:> ;\:<x«K^y. S^^. J !kW:H. i ^:J;.$6:7^- >A 
K;t«;:^ jA Hkkta V N 5«'h:i^ §1 :MkAi k ; Kw&im- K.'.Ckr^fe 8c%Vto; : 

^V«!.<:?S^f5:5. <>f fi?|sX-: ^.Cft?'*^- ti": ;xi^ h^i? N ! i^5>Ai>; . vit^VWJ. 

^ 'Jvft^y* A, ^<>j::ft^. Xi, {Jmy^iz M. Y^^A?^ k:>^4^ i\. <>>->» H, 



D^WatOi^^ ^-A?^ v f'CV. f 5 ^;>j :.Xb!7^A^. >>^< <A= As'^A'^vAl:? I 2009 



A chronic treatment will? EP 30318 or EP 80317 n*<$u$a$ ^p&^mm^WwM mm 
Immm Dy 30% arid 41%, eo-osred Id 0.9% (SJa€l r especivtiy 



!' 



im^'^^mm^om mm h paralleled with 31% a&ti 26% rMyotio^ of total jjHtt 
cholesterol in mice treated wth EP 80310 and EP 80317 rsspeativdy 



T*tBM 

1 * , 



if 



€ wsUve effect EP mm® Wmmd4m$ m hp®Ema% mm H& $ fclgfe M.iVii h 



EP 80318 {3Mup , s§5 



J 



